
REMARKS 

Claims 29-57 are pending in the application. Claims 42, 43, 49, 50, 54, 55, and 57 have 
been amended. No new matter is added by the amendments for they are either directed to 
correction of grammar or spelling errors and/or clarification of antecedent bases. They are 
supported in the application by at least claims 1-28 as initially filed. 

The inventive concept of the invention is the realization that by formulating a drug 
composition in a particular manner, it is possible to insure that the drug is not released until the 
composition reaches the terminal ileum or the colon and is then released in a controlled manner. 
The individual specific nature of the drug is not relevant to the inventive concept, nor is the 
nature of the "means for preventing element." It is only necessary that the drug has a free acid 
group, a pKa of from 2.0 to 9.0 and that it is present in the composition as an alkali metal salt 
that has a higher solubility at pH 4.5 to 8.0 than a free acid form of the drug. It is only necessary 
that the "means" prevent the drug from being released until the terminal ileum or colon is 
reached. 

I. Rejection Under 35 U.S.C. § 112, first paragraph - Enablement 

At page 2-6 of Paper No. 29, the Examiner has maintained the rejection of claims 29-57 
under 35 U.S.C. § 1 12, first paragraph. As basis for the rejection, the Examiner asserts that the 
Specification "does not reasonably provide enablement for the full scope of the claim." In 
particular, the Examiner states that "It appears that one of ordinary skill in the art would be 
required to do undue experimentation in order to determine suitable drugs, appropriate dosages 
for administration in the terminal ileum or colon and other means for preventing release of the 
drug until the terminal ileum or colon is reached." In particular, the Examiner argues that the 
full scope of the claims is not enabled with respect to three areas: 

1) "suitable drugs;" 

2) "appropriate doses for administration in the terminal ileum or colon;" and 

3) means for preventing release of the drug until the terminal ileum or colon is 
reached, other than those expressly disclosed in the specification. Office Action at 6. The 
applicant respectfully traverses the rejection. 
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The test of enablement is whether one reasonably skilled in the art could make or use the 
invention from the disclosures in the patent, coupled with information known in the art without 
undue experimentation. M.P.E.P. 2164.01, citing, United States v. Telectronics, Inc., 857 F2d 
778 (Fed. Cir. 1988). A patent need not teach and preferably omits what is well known in the 
art. Id Because the knowledge of a person of skill in the art at the time the application was filed 
is the foundation for an enabling disclosure, detailed procedures for making and using the 
invention may not be necessary if the description of the invention itself is sufficient to permit 
those skilled in the art to make and use the invention. M.P.E.P. 2164. 

When "scope of enablement" is at issue, as it is in the Office Action rejection, the Federal 
Circuit has stated that not everything necessary to practice the invention need be disclosed in the 
specification. In fact, what is well known is best omitted. M.P.E.P. 2164.08, citing In re 
Buchner, 929 F2d 660, 661 (Fed. Cir. 1991) (emphasis added). All that is necessary is that one 
skilled in the art be able to practice the claimed invention, given the level of knowledge and skill 
in the art. Further, the scope of enablement must only bear a "reasonable correlation" to the 
scope of the claims. See, e.g., In re Fisher, 427 F2d 833, 839 (CCPA 1970). 

The three areas of subject matter that the Examiner asserts are not enabled, are to the 
contrary well known, almost mundane, aspects of pharmaceutical or medical technology, and 
would have been well within the purview of a person of skill in the art. The Examiner argues 
that the full scope of the drugs that can be used in the composition of the invention are not 
enabled. Such statement is in error. Both the claims and the specification sufficiently describe 
the drug by its chemical structure and properties such that a person of skill in the art would have 
been able to easily locate all drugs included within the scope of the claims using common 
analytical techniques or reference materials. As is clear from the specification and the claims 
themselves, the drug is one that has a free acid group, a pKa of from 2.0 to 9.0, and is present as 
an alkali metal salt that has a higher solubility at pH 4.5 to 8.0 than a free acid form of the drug. 
Each of these characteristics could have been easily determined through routine experimentation 
(solubility determinations are conducted in even the most basic of chemistry courses) and/or by 
consultation of published reference materials. The Merk Index, for example, lists the pKa of 
drugs in a handy table form. 
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The Examiner's suggestion that a skilled person would not be able to determine which 
drugs are suitable for the treatment of ulcerative colitis, Crohn's disease, irritable bowel 
syndrome, or inflammatory bowel disease is incorrect. Information about drugs for use in these 
disorders or conditions is readily available in common reference materials such as the Physicians 
Desk Reference and Martindale, "The Complete Drug Reference" (Pharmaceutical Press). 

With respect to the appropriate dosage of drugs, a person of skill in the art, such as a 
physician or pharmaceutical formulator, would have had a great deal of knowledge with respect 
to the means for calculating and/or determining the appropriate dosage of a given drug. As is 
commonly understood, drug dosages are highly dependent on numerous factors, such as, the 
condition or pathology for which the drug is being offered as therapy, the gender, age, size, 
and/or health status of the individual to which the drug is being administered, the patient's 
capacity to comply with the drug regime, the type of drug selected, etc. However, the fact that 
such variables are involved in the determination of a dosage does not rise to the level of "undue 
experimentation," as the art typically engages in such experimentation when deriving dosages for 
therapeutic purposes. See M.P.E.P. 2164.01. 

Finally, the Examiner argues that the claims are not enabled for the full scope of the 
claim element "means for preventing the release of the drug ... ." Again, the Examiner is 
incorrect, as such means have been well known in the art for some time, a fact that the 
specification itself acknowledges. E.g., Specification at pg. 8, lines 24-25 ("The compositions 
according to the invention, may thus be filled into various known delivery systems intended for 
targeting the colonic region." (emphasis added.) In fact, at the time of the filing of the 
application, such technology was widely available, both to the scientific community in the form 
of journals or publications, and, to commercial pharmaceutical entities in the form of pre- 
prepared compositions that could be purchased and applied to a given pharmaceutical 
formulation. Enclosed is a copy of a review article published shortly after the priority date of 
this application that describes in part, the state of the art, citing over one hundred references. 
The majority of these references predate the effective filing date of the application. Watts, et aL, 
Colonic Drug Delivery, Drug Development and Industrial Pharmacy, 23(9), 893-913 (1997) 
(attached hereto as Appendix A). 
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In the Office Action, the Examiner relies upon his interpretation of the Wands factors as 
applied to the present invention as basis for his scope of enablement rejection. The applicant 
respectfully submits that the Examiner's interpretation of the Wands factors and their application 
to the present situation is incorrect. 

As a threshold matter, it is well settled law that the Wands factors may be used as an 
analytical tool to aid in the evaluation of whether there is sufficient evidence to support a 
determination that any necessary experimentation is "undue." M.P.E.P. 2164.01(a). In a "scope 
of enablement" analysis the application of Wands is somewhat less useful, for, as discussed 
above, the law requires only that the scope of enablement must only bear a "reasonable 
correlation" to the scope of the claims. However, even considering the Wands factors present in 
this application, it is apparent that the three areas which the Examiner considers to be non- 
enabled are in fact fully enabled, and the making and use of the invention as claimed would have 
been well within the purview of a person of skill in the art at the time the application was filed. 

Wands Factor 1 : Nature of the Invention. 

The Examiner's recitation of the invention is correct; however, the Examiner fails to note 
that the invention is of the nature of a pharmaceutical composition and a method of preparing the 
pharmaceutical composition, using relatively simple component parts and a formulation 
technology that is established in the art. The science relates to weak acid drugs and is not new, 
nor is that related to pH sensitive coatings. Thus, this Wands factor, nature of the invention, cuts 
against a determination of "undue experimentation." 

Wands Factor 2: State of the prior art. 

As discussed above, at the effective filing date a person of skill in the art would have 
been aware of the numerous materials that defer drug delivery until the terminal ileum or colon is 
reached. Additionally, a person of skill in the art would have easily been able to discern what 
drugs contain a free acid group, a pKa in the range of 2.0 to 9.0, and drugs in which the alkali 
metal salt of the drug has a higher solubility at pH 4.5 to 8.0 than a free acid form of the drug, as 
well as those drugs useful in the treatment or prevention of the recited diseases and conditions. 
Thus, the state of the prior art favors a determination that the experimentation, if any necessary, 
in the practice of the invention is not undue. 
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Wands Factor 3 : Relative Skill of Those in the Art. 

It is unquestionable that the relative skill in the art to which the invention pertains is high. 
Most persons working in the pharmaceutical or medical technology area possess graduate and 
postgraduate degrees, such as Master of Science degrees, doctorate degrees, medical degrees, or 
the foreign equivalents of the same. For example, the named inventor, Dr. Watts, who is at a 
least person of skill in the art, possess doctor of philosophy degree in pharmacy. Declaration of 
Peter James Watts, at \ 1. 

The Examiner asserts that the Hardy reference alone is evidence that the skill of persons 
in the art is low. The Hardy reference is dated seven years prior to the effective date of the 
invention, and therefore cannot be solely relied upon as evidence of skill of persons in the art at 
the time the application was filed. Second, nothing in the Hardy reference discusses, inherently 
or expressly, the general skill level of a person of skill in the art at the time the invention was 
filed, the inquiry to which this particular Wands factor is directed. Instead, Hardy reflects one 
set of data obtained from one group of researchers which cannot be considered as demonstrative 
of the level of skill of persons in the art. 

Thus, because the person of skill in the art at the time the invention was filed would have 
had a graduate or post graduate degree, and/or significant experience in the pharmaceutical 
formulation and/or medical technologies, the level of skill is high. Therefore, this Wands factor 
favors a finding that any experimentation in the practice of the invention is not undue. 

Wands Factor 4: Predictability or Unpredictability of the Art. 

The art is highly predictable. As discussed above, dosage amounts are routinely 
calculated for various disorders and diseases, including those involving the terminal ileum or 
colon and are necessarily variable. Various means for drug delivery to the terminal ileum or 
colon, including polymer coatings, are also well established and routinely used in the aft. 
Finally, the chemistry of drugs, including those which have or do not have a free acid group, the 
pKa of any drug, and solubility determinations of alkali metal salt versus free acid forms of 
drugs, is a matter of basic information, and can be routinely ascertained by a person of skill in 
the art, using low level wet bench procedures or by consulting reference materials. 
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Again, the Examiner relies on a single reference (the Hardy reference), published six 
years in advance of the effective date of this applications conclusive evidence that the art is 
"unpredictable." Such reliance is misguided and impermissible. Because each of the aspects of 
the invention which the Examiner claims to be unenabled involve practices and knowledge well 
established in the art, the art is highly predictable. Thus, this Wands factor cuts against a finding 
of undue experimentation. 

Wands Factor 5: Breadth of the Claims. 

The claims are not unduly broad, as they rely either on specific chemical criteria (in the 
case of the drug), or upon aspects of technology which are well settled in the art. Thus, this 
factor weighs in favor of a finding that any experimentation necessary is not undue. 

Wands Factor 6: The Amount of Direction or Guidance Presented. 

Guidance and direction to the person of skill in the art is provided throughout the 
specification. The specific chemical characteristics of the drug for use in the invention are 
recited in the claims as well as throughout the specification. Further, specific examples of drugs 
that encompass those chemical characteristics are provided. Drugs suitable for the treatment of 
ulcerative colitis, Crohn's disease, irritable bowel syndrome, or inflammatory bowel disease are 
well known in the art, as discussed above, and specific examples are recited in the specification. 
Means for targeting the colonic region or the terminal ileum are disclosed in the specification at, 
for example, page 8, lines 24-27, pages 9 to 1 1, and pages 2 to 3. Additionally, such means were 
well known in the art at the time the application was filed. Appendix A at 893-913. 

The Examiner's reliance on In re Dreshfield is misguided, as the drugs for use in this 
invention do not differ radically in their properties; they each must meet the three recited 
structural criteria in the claims. Thus, there is no danger that a person of skill in the art upon 
review of the specification would find ambiguity in whether or not a given drug is included 
within the scope of the claims. 

Accordingly, this Wands factor favors a determination that any experimentation required 
is not undue. 
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Wands Factor 8: Presence or Absence of Working Examples. 

Working examples including drugs that meet the criteria as recited in the claim, which 
can be used to treat the various recited disorders and diseases, and means that permit delivery of 
the drug at the colon or terminal ileum, are provided in the specification. Thus, this Wands 
factor favors the determination that any experimentation necessary is not undue. 

Weighing the Wands considerations in view of the disclosure of the specification, and the 
knowledge possessed by the person of ordinary skill in the art at the time the application was 
filed, one concludes that the specification provides enablement commensurate with the full scope 
of the claims. The enablement provided in the specification, giving chemical and functional 
criteria of the drug and the means element within the claims, is reasonably correlated to the 
scope of the claims. A person of skill could make and use the invention with only routine 
investigation. No undue experimentation is required. Accordingly, it is respectfully requested 
that the Examiner reconsider and withdraw the rejection under 35 U.S.C. § 1 12, first paragraph 
for lack of enablement commensurate with the scope of the claims. 

II. Rejection Under 35 U.S.C. $ 112, second paragraph - Omitted Elements. 

The Examiner has maintained the rejection of claims 29-57 under 35 U.S.C. § 1 12, 
second paragraph, as being incomplete for omitting one or more allegedly essential elements or 
steps. In particular, the Examiner states that the omitted elements are (1) "the specified polymer 
and pH dissolve [sic] range of said polymer which is used to coat the composition and prevent 
release of the drug until the composition reaches the terminal ileum or colon;" (2) with respect to 
claim 57, the effective amount of drug. The applicant traverses this rejection in part. 

As a threshold matter, the applicant notes that claim 57 has been amended to recite use of 
an effective amount of the drug. Such recitation does not render the claim indefinite. See 
M.P.E.P. 217305(c) as a person of skill in the art could simply determine the specific values for 
based upon the disclosure coupled with the knowledge of that person. Accordingly, it is 
submitted that this rejection is no longer applicable, and it is respectfully requested that the 
Examiner reconsider and withdraw it. 

However, with respect to the remainder of the 35 U.S.C. § 1 12, second paragraph 
rejection, the applicant respectfully maintains traversal of the rejection. First, the applicant has 
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included within the claim an element "means for preventing release of the drug . . . The aspect 
of the claim which the Examiner asserts as "missing" is not absent. The Examiner's insistence 
that the applicant include a specific polymer is misplaced as the applicant is entitled to claim the 
invention in any way he wishes. 

The Examiner again relies upon a single reference, the Hardy reference, and asserts that 
the polymer and the pH range is "critical" to the invention. There is neither a legal nor a 
technical basis for such requirement. Even assuming that the Hardy reference teaches that the 
polymer and the pH range are "critical," which the applicant does not concede, it is 
impermissible to use a single prior art reference, based upon unrelated research conducted about 
decade prior to the filing of this application, to make a determination as to what aspect of this 
invention is critical. Rather, in order for the Examiner to insist upon inclusion of a critical claim 
element, the element itself must be taught in the specification of the invention as "critical." 
M.P.E.P. 2164.08(c). In the present situation, a means for presenting release of the drug is 
recited in the claims, and enabled in the specification. Inclusion of no other element is 
necessary. 

The Examiner asserts that the applicant insert the pH range at which the means element 
dissolves must be included. Inclusion of such recitation is unnecessary as it is already implicitly 
present in the claim. It is clear from the specification that the means for presenting release 
elements relies upon a pH differential present in the human gastrointestinal tract. The pH of the 
terminal ileum and the colon are each well-established medical facts, easily ascertainable by a 
person of skill in the art. It is therefore unnecessary to recite a specific pH range in the claim. 

The claims are not missing unclaimed essential matter as described in M.P.E.P. 2172.01. 
Thus, it is respectfully requested that the Examiner reconsider and withdraw the rejection 
grounded in 35 U.S. C. § 1 12, second paragraph. 

III. Rejection Under 35 U.S.C. § 112, second paragraph - Indefiniteness. 

The Examiner has rejected claims 50 and 55 under 35 U.S.C. § 1 12, second paragraph. 
Specifically, the Examiner states that "it is not clear from the claim language if the membrane 
determine [sic] the rate of drug release and is the means of preventing the release of the drug 
until the composition reaches the terminal ileum or colon." Claims 50 and 55 have been 
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amended to insert a minor grammatical refinement that renders the meaning of the claim more 
readily apparent. Accordingly, it is respectfully requested that the Examiner reconsider and 
withdraw the rejection. 

CONCLUSION 

In view of the foregoing, it is respectfully submitted that claims 29-57 are fully compliant 
with 35 U.S.C. § 1 12. Reconsideration and allowance of the claims at the earliest opportunity is 
respectfully requested. 

Should the Examiner have any questions or require clarification on any of the issues, it is 
requested that he contact the undersigned's representative at the telephone number below. 

Respectfully submitted, 




AKIN GUMP STRAUSS HAUER & FELD LLP 

One Commerce Square 
2005 Market Street, Suite 2200 
Philadelphia, PA 19103-7013 
Telephone: 215-965-1200 
KABxmb Direct Dial: 215-965-1348 

Enclosure Facsimile: 215-965-1210 

24 1 849 E-Mail : kbullock@akingump.com 
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APPENDIX A 
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